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ASTHMA AND HAY FEVER 


Eosinophilia in Children With Asthma and Bronchiectasis. Strang, L. B:: 
Brit. M. J. 5167: 167, 1960. 


Eosinophil counts were performed on 40 children with bronchiectasis and 
43 with asthma at routine clinic attendances. The asthmatic patients had had 
typical paroxysms within the last 12 months. All patients with bronchiectasis 
had persistent cough with purulent sputum and abnormal segmental shadows on 
plain radiographs of the chest. In 35 of the 40 children with bronchiectasis, 
the diagnosis was confirmed by bronchography. The eosinophil counts were 
done by Randolph’s direct enumeration technique. LEosinophilia of over 600 
per cubic millimeter was present on the initial count in 37 out of 43 patients 
with asthma and in none of the patients with bronchiectasis. When a second 
count was done on 30 asthmatics, eosinophilia of the same order was found in 
all except two. Serial counts revealed that the eosinophilia was very persistent. 
Low eosinophil counts were only rarely observed among the asthmatics. It was 
significant that in seven instances where low counts were found, the asthmatic 
children were either suffering from or recuperating from influenza. 

The ventilatory capacity, in terms of the forced expiratory volume (FEV) 
in one second, was determined in 14 children as an objective measurement 
of the severity of the asthma. Eosinophils were counted and the FEV was 
measured in the 14 asthmatics every 2 weeks for 6 months. <A positive correla- 
tion could not be made between the severity of the asthma and the degree of 
eosinophilia. In fact, the trend was toward increasing eosinophil counts with 
clinical improvement. 

The author states that the eosinophil count may serve as a means of 


differentiation between asthma and bronchiectasis, especially in borderline cases. 
B. § 


The Decreasing Hazard of Surgical Procedures on Patients With Asthma. 
Prickman, L. E., and Whitcomb, F. F.: Dis. Chest 35: 30, 1959. 


Pulmonary complications developed postoperatively in six (3.9 per cent) 
of 153 asthmatic patients who underwent major surgery. Two of the six 
patients had bronchopneumonia, two developed obstructive pneumonitis, and 
two had severe asthma. The incidence of 3.9 per cent was significantly less 
than the incidence of 13.2 per cent in a previous series of asthmatic patients 
who underwent surgery between October, 1940, and July, 1943, and 15 per cent 
in a series subjected to surgery between July, 1934, and September, 1940. 
There were two deaths, a mortality rate of 1.3 in this series. Bronchopnew- 
monia appeared to be the cause of death in a 77-year-old patient, and severe 
bronchial asthma which came on postoperatively was the apparent cause of 
death in a 64-year-old man. 

Among 178 asthmatic patients who underwent minor operations, includ- 
ing bronchoscopy, during the same period, four (2.2 per cent) developed 
pulmonary complications consisting of asthma following bronchoscopy. Cardiae 
arrest following bronchoscopy resulted in one death. Fifty intranasal opera- 
tions of various types were performed without a single pulmonary complication. 
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General anesthetic agents consisted mainly of ether or intravenously adminis- 
tered thiopental sodium. Topical anesthesia was used for all intranasal opera- 
tions and bronchoscopic procedures. No untoward reactions could be attributed 
to the anesthetic agents. 


The reduction in surgical hazards in asthmatie patients during the past 
few years was attributed to adequate preoperative preparation which entailed 
controlling respiratory infections and asthma prior to surgery. Preoperative 
rest, proper humidification, adequate oral and intravenous hydration, nebuliza- 
tion of antibiotics, Alevaire and sympathomimetic medications, face masks, and 
oxygen were also among agents or measures that were used. Epinephrine, 
norepinephrine, theophylline, and antihistamines were employed when the 
occasion demanded. Postoperative care was also stressed. The necessity of 
moving the patient frequently, the intermittent inhalation of carbon dioxide to 
promote better inflation of the lungs and the restriction of the use of sedatives 
and narcotics to a bare minimum is emphasized. E. W. 


DERMATOLOGY 
Use of Tranquilizers in Dermatology. Wright, W.: J. A. M. A. 171: 1642, 1959. 


A clinical evaluation of the effectiveness of 9 tranquilizing drugs was 
made on 740 patients. The drugs included rauwolfia alkaloids, phenothiazine 
derivatives, meprobamate, diphenylmethane, and oxanamide. Among the 
group there were 150 patients with atopic dermatitis and 100 patients with 
chronic urticaria. A blind study was done on the majority of the patients 
and the results were evaluated according to the objective changes in the skin 
and subjective reports. All patients were on therapy consisting solely of 
tranquilizers for a three-week period. Among the 150 patients with atopic 
dermatitis 28 improved, 97 showed no change, and 25 were worse. Among 
100 patients with chronic urticaria, 4 improved, 65 showed no change, and 
32 were worse. In another study, patients were treated by conventional 
methods until the best possible clinical improvement resulted, then they were 
given tranquilizers to see if further improvement could be elicited. No 
significant beneficial results were observed by the use of the tranquilizers ex- 
cept in patients with nummular eczema, most of whom responded well to 
hydroxyzine. Some side reactions were noted from the tranquilizers, the 
most serious being convulsions, agranulocytosis, and sudden hypotension with 
syncope. Chronic urticaria and other dermatologie reactions occurred oec- 
casionally from these drugs. M. C. 


Experience With Triamcinolone in Topical Treatment of Dermatoses. Spinner, 
G. J., Wexler, L., Schwartz, R., and Klein, L.: New York J. Med. 59: 
4221, 1959. 


A group of about 50 patients attending a dermatologic clinie for various 
types of eezematoid dermatitis received topical therapy with 0.1 per cent 
triamcinolone acetonide in a cream or ointment base, or in a mixture contain- 
ing 2.5 mg. of neomycin, 0.25 mg. of gramicidin, and 1,000 units of nystatin 
per gram. Excellent results were obtained in approximately 81 per cent of the 
patients. However, only 7 of the 12 patients with atopic dermatitis were 
benefited. Subjects with contact dermatitis responded more satisfactorily 
than patients with other types of eczema and 3 out of 5 individuals with num- 
mular eczema were markedly improved. In 14 out of 16 patients who 
showed evidence of secondary infection, the combination of triamcinolone with 
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the antibiotics in an ointment base was most effective. In 4 patients who had 
paired lesions which permitted simultaneous paired evaluation of 2 different 
types of corticosteroids, 3 out of 4 exhibited a better response to triamcinolone 
acetonide than to the other corticosteroid. Except for excessive dryness 
experienced by a few patients applying a lotion formulation no adverse effects 
were observed from the use of triamcinolone. R. W. 


Value of Patch Tests in Dermatology: Special Study of Follicular Reactions, 
Becker, S. W., and O’Brien, M. P.: Arch. Dermat. 79: 569, 1959. 


The authors patch-tested 110 patients with 24 different chemical sub- 
stances following subsidence of an eezematoid dermatitis presumed to be 
caused by a contact allergy. Positive reactions were obtained in 69 of these 
patients with nickel, chrome, copper, and fluoride. Fifty-six patients were 
patch tested with 14 oleoresins and 16 showed positive reactions. Only 7 
per cent of the patients reacted to copper sulfate and ammonium fluoride, 
while approximately 10 per cent reacted to nickel sulfate and 13 per cent to 
chromium trioxide. There was no indication that these materials were 
primary chemical irritants. The reactions to the oleoresins were erythematous, 
edematous, and, at times, vesicular while the chemicals were more apt to pro- 
duce an eezematoid or folliculoporal type of response. Serial biopsies of the 
lesions revealed that patients who developed a folliculoporal reaction usually 
had the primary response in the dermal layer with secondary reaction taking 
place in the epidermal tissue. R. W. 


Hula-Hoop Dermatitis. Holtzman, I. N.: Arch. Dermat. 79: 590, 1959. 


A 4-year-old girl developed a papulovesicular eruption on the palms of 
the hands extending from the wrists to the fingertips. The lesions were ex- 
tremely pruritic, and had been present for 2 weeks at which time she had 
acquired a hula-hoop. After she stopped using the hoop and applied 1 per 
cent hydrocortisone cream, the eruption quickly cleared. Patch tests per- 
formed with the serapings of the plastic material from the surface of 3 
different colored hoops produced an erythematous papular reaction within 48 
hours at all test sites. The child is now playing with an aluminum hoop and 
has had no further eruptions. R. W. 


Chlorothiazide Drug Eruption Involving Photosensitization. Norins, A. L.: 
Arch. Dermat. 79: 592, 1959. 


An 87-year-old woman developed a painless nonpruritic eruption consisting 
of several tiny petechiae confined to the exposed areas of the body. The 
lesions were predominantly on the anterior surfaces of the legs, which she 
had deliberately exposed to the sun. The rash showed a striking pattern on 
the feet where the eruption affected only the skin under the open areas of her 
shoes. This was most prominent over the large toe since she wore open-toed 
shoes. The patient had taken chlorothiazide for two weeks prior to the onset 
of the eruption. The rash faded 4 weeks following discontinuance of the 
medication which appeared to have photosensitized the skin. R. W. 


Clinical Evaluation of Triamcinolone Acetonide in the Topical Treatment of 
Eczematous Eruptions. Russo, J., and Nardacci, A.: New York J. Med. 
59: 3964, 1959. 


A group of 65 patients attending a dermatologic clinic were treated with 
0.1 per cent triamcinolone acetonide in vehicles containing neomycin and 
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gramicidin. The lotion was used every 2 or 3 hours during the day and at 
bedtime. Relief of itching occurred promptly after the first application of the 
medicine and the inflammation subsided within 24 hours. The beneficial effect 
was easily maintained as the ointment was reapplied. A series of 7 infants 
with atopic eczema obtained good results with this medication. The oint- 
ment was quite effective in treating all types of eczematoid eruptions, and 
appeared to be superior to hydrocortisone with similar formulations. R. W 


Thrombocytopenia During Chlorothiazide Treatment. Nordqvist, P., Cramer, 
G., and Bjérntorp, P.: Lancet 1: 271, 1959. 


Among approximately 400 clinie patients who had received chlorothiazide 
therapy, 6 developed thrombocytopenia. No other toxic manifestation in the 
bone marrow was observed. In 2, the direct relationship between the drug 
exposures and the thrombocytopenia was demonstrated when the drug was re- 
introduced after the platelet count had returned to normal. Three of the 
patients developed concomitant purpura but all the toxic manifestations quickly 
cleared once the chlorothiazide was stopped. One of the 3 patients was patch 
tested with chlorothiazide dissolved in a saturated solution of propylene glycol 
and developed a positive reaction. One of the patients in whom a test dose 
quickly produced an exacerbation of the thrombocytopenia also had positive in 
vitro tests for chlorothiazide sensitivity. These tests which included platelet 
lysis, platelet agglutination, and a very weak immune precipitate formation 
following the addition of chlorothiazide to the patient’s blood, were performed 
according to the technique of Ackroyd. In vitro control studies done on the 
patient’s blood and on blood from two healthy donors were all negative. The 
desirability of routine blood studies during chlorothiazide therapy is stressed. 
R. W. 


MISCELLANEOUS ALLERGIES 


Fatal Thrombocytopenic Purpura After Administration of Sulfamethoxy- 
pyridazine. Janovsky, R.C.: J. A. M. A. 172: 155, 1960. 


Although sulfamethoxypyridazine (Knyex or Midicel) has usually been 
regarded as being comparatively free of serious side effects, four fatalities have 
been reported in the past 2 years. One resulted from aplastic anemia and 3 
from “hypersensitivity myocarditis.” 

The author cites the case of a 34-year-old nonallergie man who had been 
treated 5 years previously with a ‘‘sulfa drug,’’ and who was placed on 
sulfamethoxypyridazine for a prostatic infection. The initial dose was 1.0 
Gm. followed by 0.5 mg. daily. On the tenth day of therapy an erythematous 
rash appeared on both legs accompanied by bleeding from the gums. On the 
following day he complained of pain in the right flank, had gross hematuria, 
and was hospitalized. There were multiple petechiae on both legs and some 
Scattered over the abdomen, chest, and arms. Several hemorrhagic bullae 
were present in the buceal cavity. The platelet count was 112,000 per cubic 
centimeter, the bleeding time was 7 minutes and 30 seconds, the clotting time 
was 8 minutes. No clot retraction occurred at the end of 24 hours. The plasma 
fibrinogen value was 0.41 Gm. per cent and the prothrombin time (Quick) was 
26 per cent, but it rose to 52 per cent after the administration of Mephyton. 
The urine which was grossly bloody showed 4+ protein. On the second hos- 
pital day the platelet count had fallen to 18,000 per ecubie centimeter and the 
patient appeared lethargic, complained of headache, and had 2 episodes of 
emesis of coffee-ground material. He had been given ACTH and steroids 
were started on admission to the hospital. In addition, he received 2 units of 
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fresh whole blood plus 250 ¢.c. of platelet-rich plasma every 4 hours. His 
course contniued downhill in spite of all therapy and death occurred on the 
third hospital day. H. F. 


Intrahepatic Jaundice Produced by Chlorpropamide. Taubman, F., and 
Petropoulos, P.: New York J. Med. 59: 4432, 1959. 


A 43-year-old Negro woman was admitted to the hospital with a one- 
week history of a generalized pruritic dermatitis not relieved by Benadryl 
and accompanied by anorexia, epigastric discomfort, nausea, and malaise. 
She was discovered to have diabetes two weeks before admission and had been 
placed on chlorpropamide (Diabinese) 250 mg. t.id. One week after she 
started the medication she developed a pruritic generalized macular eruption 
on the trunk and extremities. The past history failed to reveal any exposure 
to chemicals, drugs or blood transfusions. On admission to the hospital she 
had mild jaundice. Laboratory tests showed mild serum bilirubin retention 
and a blood count of 13,000 with a normal differential. Chlorpropamide was 
discontinued and she was started on antihistamines. The rash and itching 
gradually subsided over the next 7 days. Following patch tests and an intra- 
cutaneous test with chlorpropamide, there was intense pruritis at the test sites 
for 2 days but no other reaction was observed. The liver irritation gradually 
subsided during the following 2 weeks and a liver biopsy done 12 days follow- 
ing admission was essentially normal except for some retained bile observed in 
some of the liver cells. The white blood count at this time had returned to a 
normal level but the blood smear showed an 8 per cent eosinophilia and the 
bone marrow also showed an eosinophilia. Because of the eosinophilia, 
pruritic rash, and intense itching following intracutaneous challenge with 
chlorpropamide, the authors concluded that an allergic reaction to chlor- 
propamide was responsible for producing the obstructive hepatic type of 

R. W. 


jaundice. 


Allergic Study of Seven Cases of Sudden Death Ascribed to Penicillin. 
Mendes, E., Rodrigues, A., Fernandes, A., Cintra, A. U., and Laeaz, C. 
S.: Acta allergol. 14: 445, 1959. 


Immunological studies were done on the postmortem sera of seven patients 
who died suddenly following injections of penicillin. A striking feature of 
the blood which was collected from the right auricle six to twelve hours post 
mortem was its failure to clot. Passive transfer tests and tests for precipitins 
by the ring method, gel-diffusion, and the collodium particles methods were 
done. In two patients, positive passive transfer tests were obtained. The gel- 
diffusion and collodium particles tests were slightly positive to penicillin and to 
streptomycins in another case. The remainder of the precipitin tests were 
doubtful or negative. On postmortem examination, the lungs were congested 
or edematous and often showed bleeding when sectioned. In one patient, 
there were atelectatic areas alternating with vesicular emphysema. The 
bronchi often contained mucous-gelatinous material. In some eases there was 
generalized congestion of all organs. Several hypotheses were advanced to 
explain the absence of circulating antibodies to penicillin in the remaining 


five cases. M. C. 


Severe Hypersensitivity to Sulphamethoxypyridazine. Maher-Loughnan, 4G. 
P., and Tullis, D. C.: Laneet 1: 202, 1960. 


A 41-year-old woman, who had received small daily doses of cortisone 
for chronic rheumatoid arthritis, was started on a broad spectrum antibiotic 
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along with sulphamethoxypyridazine (Kynex) 0.5 Gm. daily because of a 
productive cough. After 6 days of therapy she was hospitalized with a fever, 
generalized urticaria, and severe edema of the face. The dermatitis was 
treated with antihistamines. Within the next 24 hours the urticaria pro- 
gressed to vesiculation of the coalescent type so that the entire body surface, 
except for her scalp, became a fluid sac. Antihistamine therapy was discon- 
tinued and prednisone in doses of 60 mg. the first 24 hours, followed by 40 
mg. daily, was started. Because of a basal pneumonia she was given erythro- 
mycin, chloramphenicol and tetracycline, consecutively. The change in anti- 
biotics was necessitated by a change in her bacterial flora. This patient 
presented a difficult nursing problem associated with handling of the raw skin 
which had been left by the sloughing reaction. The mucous membranes of the 
mouth and tongue also peeled. She was maintained on prednisone for 7 weeks 
and the skin gradually completely regenerated. Skin tests with all the drugs 
she had received prior to hospital admission were negative. The administra- 
tion of test doses of each medication revealed the following: within 6 hours 
after she was given 125 mg. of sulphamethoxypyridazine her joints became 
stiff and painful, the temperature became elevated, and her face was flushed 
and edematous. The reaction quieted down during the next 18 hours following 
corticotrophin and prednisone therapy. Test doses of all the other medications 
failed to produce any reaction. R. W. 


PHARMACOLOGY, PHYSIOLOGY, AND PATHOLOGY 


Fluorescent Antiglobulin Studies in Leukopenic and Related Disorders. 
Calabresi, P., Edwards, E. A., and Schilling, R. F.: J. Clin. Invest. 38: 
2091, 1959. 


Rabbit anti-human gamma globulin serum was conjugated with fluorescein 
and used as a blood smear stain. Much washing after ‘‘staining’’ was re- 
quired to remove nonspecific fluorescence. Absorption of the labeled anti- 
serum with rabbit bone marrow reduced nonspecific staining and allowed 
“recognition of unequivocal differences between cell nuclei coated with 
positive and negative sera.’’ 

Strongly positive nuclear fluorescence was found in 15 patients with 
systemic lupus erythematosus (SLE). All but one had positive LE cell tests, 
and this one subsequently developed the LE cell reaction. 

Of 23 patients with the clinical picture of rheumatoid arthritis, 10 at 
some point had leukopenia and splenomegaly, which with their arthritis 
comprises the triad called Felty’s syndrome. Four of these had had a sple- 
nectomy and had normal leukocyte counts when this study was made. Only 
one of the Felty’s syndrome group had a positive LE cell test. All 10 of the 
Felty’s syndrome patients showed nuclear fluorescence exactly like that of the 
LE patients. Only 2 of the remaining 13 patients with rheumatoid arthritis 
showed nuclear fluorescence. 

Nuclear fluorescence was not found in discoid lupus (2 eases), rheumatic 
fever and chorea (3 cases), and one case each of periarteritis nodosa, serum 
sickness, and erythema nodosum. Negative results were also obtained in a 
variety of other conditions, including hyperglobulinemia, steroid-treated 
asthma, multiple transfusions, idiopathic thrombocytopenic purpura, leukemic 
and aleukemice granulocyte leukemia, both varieties of lymphocytic leukemia, 
Hodgkin’s disease, polycythemia vera, and normal persons. 

Two hematologically normal recipients were injected with 350 ml. and 250 
ml. of plasma from patients with Felty’s syndrome. Within 15 minutes of the 
beginning of the infusion, each recipient showed a diminished total leukocyte 
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count. Chills and fever developed in each subject. Normal plasma given 
later had no such effect. Plasma from a patient with SLE did not affect the 
leukocyte count of a recipient. It is suggested that a circulating factor may 
be pathogenetic for the leukopenia in Felty’s syndrome. q. K. 


Histopathologic Cardiovascular Responses to Passive Sensitization. Cohen, 
S. G., and Sapp, T. M.: J. Infect. Dis. 105: 124, 1959. 


Microscopie evidence of periarteritis, panarteritis, and granulomata-like 
infiltrations were observed in the lungs of rabbits subjected to sublethal re- 
versed anaphylactie sensitization procedures employing bovine serum antigen 
and homologous species specific antiserum. The small pulmonary arteries 
and arterioles exhibited varying degrees of perivascular and adventitial in- 
filtration chiefly with eosinophilic granular cells. Eosinophilic infiltration of 
the intima and media along with adventitial and medial edema and early 
intimal proliferation were frequently observed. There were also occasional 
diserete granuloma-like cellular infiltrations scattered throughout the pulmo- 
nary parenchyma. The myocardium and the kidney glomeruli were also 
involved but to a much lesser degree. Control animals receiving only the 


( 
heterologous species serum or homologous antiserum alone did not develop 
such lesions. A definite time interval between the administration of antigen 
and of antibody was required in order to effect the tissue alterations noted. ‘ 

The results of this study, along with the results of previous studies ‘ 
employing passive sensitization and challenge, suggest that the tissue mani- iS 
festations of hypersensitivity vasculitis may represent the end result of in vivo 
antigen-antibody union which may take place under multiple and varying sets 0 
of immunologic circumstances. H. F. a 

0 
Basophile Leucocytes and Histamine. Boscila, A.: Acta allergol. 14: 411, ‘ 

1959. 

Histamine chloride in doses of 0.2 mg. per kilogram and 0.3 mg. per kilo- t] 
gram was injected intravenously into rabbits. Pyribenzamine and mepyramine a 
were also injected into several rabbits. Blood samples for basophile and total g 
white blood counts were obtained immediately before and at intervals up to a 
24 hours after the injection. <A significant increase in the number of basophile d 
granulocytes occurred within 2 hours in the rabbits who received 0.3 mg. per 
kilogram and reached a maximum in 4 hours. The 0.2 mg. per kilogram dose A 
of histamine and the antihistamines failed to produce a rise in the basophile 
count. It was felt that the rise in the basophile leucocyte after histamine in- 
jection was a mobilization of body resources to aid the conversion of edema 
fluid into ‘‘ground substanee.’’ The basophile leucocyte, like a tissue mast 
cell, is rich in histamine and may contain one half the histamine content of CO 
normal human blood. M. C. m 

as 
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IMMUNOLOGY as 
Leukocyte Agglutinins. I. Method of Detection and Clinical Observations. tes 

Wilson, H. E., Rheins, M. S., Naegeli, S. A., and George, W.: J. Lab. & su 

Clin. Med. 58: 854, 1959. . 

a 

The stored sera of 23 of 647 patients tested for leukocyte agglutinins were ge 


found to be positive for two or three repeated tests, but became negative after 
prolonged storage. The sera of 13 others showed leukocyte agglutinins which 
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were demonstrable on repeated testing and over prolonged periods of storage. 
Ten of the 13 patients exhibited blood dyserasias of which 4 were monocytic 
or monoblastie leukemia, 3 were chronic lymphocytic leukemia, 2 were idi- 
opathiec pancytopenia, and one was a ease of idiopathic thrombocytopenic 
purpura. Ten of the 13 patients had received blood transfusions prior to the 
demonstration of serum leukocyte agglutinins. Four of these patients had 
received three units of blood or less, one had received several infusions of 
gamma globulin but no blood, and 2 had not received blood transfusions at 
any time. Most of the patients with leukemia had received multiple blood 
transfusions prior to the detection of leukocytie agglutinins. Of 2 patients 
who had received only one transfusion, each prior to the collection of blood 
samples, one had been badly burned and the other had undergone multiple 
surgical procedures. Both of the patients who developed leukocyte agglutinins 
in the apparent absence of transfusions exhibited hematologic disturbances. 
One of these had paneytopenia, and the other, with chronic lymphocytic 
leukemia, had been treated with nitrogen mustards six years previously. 
Seven of the 13 patients exhibited a pancytopenia at the time they were first 
seen. All of these patients had leukemia or refractory bone marrow failure 
of uncertain etiology. The one patient with idiopathic thrombocytopenia 
purpura and leukocyte agglutinins exhibited leukocytosis as high as 18,000 
per cubic millimeter. Agglutinins were not demonstrated until after cortico- 
steroid medications were stopped. One of the 13 patients exhibited erythrocyte 
agglutinins (other than blood group antibodies) demonstrated by the usual 
serologic techniques. 

The primary effect of leukocyte agglutinin activity is that of clumping 
of leukocytes in groups of from 10 to several hundred per clump with dis- 
appearance of the pseudopods. Efforts to adsorb the leukoagglutinin activity 
of the sera of one patient led to the detection of another type of agglutinating 
activity. The character of the agglutination with this adsorbed serum was 
macroscopically different from that seen in a similar dilution of the untreated 
serum; the cell clumps appeared less discrete. Microscopie examination of 
these agglutinated cell clumps revealed that while there was still strong 
agglutination of the cells, the cytoplasmic pseudopods were free. The con- 
glutination of the nuclei appeared to have stimulated increased pseudopod 
activity. These phenomena suggested the presence of separate agglutinins, 
distinctively specifie for cytoplasm and for nuclei. E. W. 


Antigenicity of Polypeptides (Poly Alpha Amino Acids). Maurer, P. H., 
Subrahmanyan, D., Katchalski, E., and Blout, E. R.: J. Immunol. 83: 
193, 1959. 


Rabbits were immunized with polymers of single amino acids and with a 
copolymer of glutamic acid and lysine having a molar ratio of 6:4. The im- 
munizing material was either incorporated in complete adjuvant or employed 
as an alum precipitate. Pre- and post-immunization bleedings were obtained 
and the sera were analyzed by the Preer micro agar gel diffusion technique 
as well as by passive cutaneous anaphylaxis (PCA). With both techniques, 
tests were done with homologous antigen and with unrelated protein antigens 
such as egg albumin, bovine serum globulin, bovine serum albumin, a complex 
of poly-glutamie acid with bovine serum albumin, bovine fibrinogen, beta 
lactalbumin, and tobacco mosaic virus. In the PCA tests, unrelated antigens 
were injected before the homologous 6:4 copolymer to determine whether any 
inhibition of the antigen-antibody reaction resulted. No antibody formation 
occurred against polymers of a single amino acid. ‘‘Nonspecific’’ precipitation 
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bands appeared in the Preer technique studies. The PCA reaction revealed 
the presence of antibody in low titer in the sera of the rabbits immunized with 
the 6:4 copolymer of glutamic acid and lysine. Polyglutamie acid and 
polylysine did not inhibit the copolymer-anticopolymer system nor did the 
unrelated antigens, except for tobacco mosaic virus, cause inhibition of the 
homologous system in the PCA tests. That anticopolymer antibody was quite 
specific was shown by the poor PCA reaction obtained in the 6:4 immunized 
rabbit when it was challenged by 7:3 copolymer. 

Molecular configuration rather than molecular weight of the immunizing 
material was thought to be the prime factor determining its antigenicity since 
the molecular weight of some of the polyamino acids were, in some eases, in the 
order of the 6:4 copolymer. The inhibition of the homologous reaction by 
tobacco mosaic virus appears to be due to the presence in the virus of amino 
acid sequences similar to those in the copolymer. D. Stein 


The Morphologic Basis of Antibody Formation Development During the 
Neonatal Period. Bridges, R. A., Condie, R. M., Zak, S. J., and Good, 
R. A.: J. Lab. & Clin. Med. 58: 331, 1959. 


A 33-year-old, white woman with acquired agammaglobulinemia delivered 
a normal female infant. The antibody response of the infant to typhoid- 
paratyphoid vaccine, the serum gamma globulin levels of the blood, and lymph 
node biopsies were studied in the neonatal period and up to 14 months of age. 
‘‘During the neonatal period, this child was clinically indistinguishable, by all 
morphologic and immunologie criteria, from a patient with agammaglobu- 
linemia.’’ During the first two months of life, weekly injections of typhoid- 
paratyphoid antigens did not result in the development of a demonstrable 
amount of circulating antibody and the serum gamma globulin concentration 
did not reach 115 mg. per 100 ml. until the forty-second day. Thereafter the 
gamma globulin concentration in the baby’s serum rose rapidly to levels 
normally obtained during the first year of life. Lymph node biopsies on the 
second and sixth days of age were devoid of plasma cells. At three months 
of age, a lymph node biopsy in the area draining the site of an intracutaneous 
and subeutaneous injection of typhoid-paratyphoid vaccine appeared similar 
to adult lymph nodes, with many plasma cells scattered throughout the 
medullary cords. By three months of age, circulating agglutinins against H, 
O, and B antigens of the vaccine were present. In this baby (blood group 0), 
isoagglutinins against both A and B cells which were lacking at birth and 
throughout the first two months of life gradually appeared, and, by the sixth 
month, the anti-A titer had risen to 1:80 and the anti-B titer to 1:10. From 
the third to the fourteenth month, antigenic stimulation with vaccine was 
continued at monthly intervals. At 14 months of age, lymph node biopsy 
taken four days following antigenic stimulation revealed the presence of 
multiple small primary and secondary nodules and an intense plasmacytosis 
within the medullary cords. Serial bone marrow biopsies did not reveal 
plasma cell production during the neonatal period. The capacity to produce 
plasma cells, however, developed concurrently with the capacity to synthesize 
gamma globulin and antibody. Bone marrow biopsies taken from the iliac 
crests of 20 normal infants between one and five days of age showed an 
absence of plasma cells in contrast to the marrow of persons of older age 

roups. 

. aca of the lamina propria of the appendix and ileum were studied 
and evaluated for the degree of plasmacytosis in a number of children who 
were autopsied below the age of three years. Plasma cells were absent from 
the intestine of the newborn, but these cells were invariably present by the 


W 
d 

ty 

ti 


Volume 2 Immunology 59 


age of six months, and by the age of three years were plentiful. The appear- 
ance of plasma cells was associated with a gradual increase in the total 
amount of lymphoid tissue in the intestine. 

Crystalline bovine serum albumin (BSA) in a dosage of 20 mg. per kilo- 
gram, either in saline solution or emulsified in Freund’s complete adjuvant, 
was injected into both hind foot pads of young rabbits. Half of the animals 
injected and their controls were sacrificed five days following antigenic 
stimulation. Popliteal lymph nodes were removed from each side for morpho- 
logic investigation. Intradermal antigenic stimulation with saline solution of 
BSA which failed to elicit either plasmacellular or antibody response in 
animals younger than 28 days regularly produced such changes in older 
animals. To provide a more intensive antigenic stimulus, BSA, emulsified in 
Freund’s adjuvant, was administered at birth, at 7, and at 56 days of age. 
Prior to the nineteenth day of life, antibody did not appear in the circulation. 
In rabbits injected at 7 days of age, intense proliferation of immature plasma 
cells was evident in the regional lymph node by the sixteenth day. Injections 
performed at the time of birth did not accelerate this program. Although a 
plasmacellular response did not develop before the sixteenth day of life, the 
lymph nodes of these immature rabbits increased greatly in size within the 
first 5 days after stimulation. It was determined from sections that there 
was an extensive proliferation of the reticulum with a great increase in the 
thickness of the cortex. Reticular cells and hematopoietic reticular cells, to- 
gether with macrophages and epithelioid cells, were striking in their numbers. 
In older rabbits stimulated with such adjuvant mixtures, these changes oc- 
curred together with an extensive proliferation of lymphocytes, a formation 
of secondary nodules, and a proliferation of plasma cells. These latter changes 
were regularly observed as early as 5 days after stimulation in more mature 
animals. It appeared that in order for lymph nodes to manifest the morpho- 
logic changes which regularly occur after antigenic challenge in older 
animals, some form of physiologic maturation must ensue. E. W. 


Effect of Total Body X-Irradiation on the Antibody Response of Monkeys. 
Saslaw, S., and Carlisle, H. N.: J. Lab. & Clin. Med. 58: 896, 1959. 


Young adult monkeys (group A) were inoculated subcutaneously at 
three-week intervals with 0.5 ml. of triple-typhoid vaccine. In addition, these 
animals received from three to five intravenous injections of a suspension of 
sheep erythrocytes by two different immunization schedules during the same 
typhoid-immunizing period. All group A monkeys then received 450 r total 
body x-irradiation, 10 or 12 days after the last antigen inoculation. Group B 
monkeys were irradiated 24 hours before the typhoid vaccine immunization 
series. Some of these were similarly injected with sheep erythrocytes. The 
third group (C) of monkeys consisted of seven nonirradiated controls im- 
munized as previously described. All monkeys were bled prior to immuniza- 
tion and at weekly intervals thereafter up to 12 weeks. Several of the group 
A monkeys and some of the controls (C) were given booster injections of 0.5 
ml. of typhoid vaccine subcutaneously, and 1 ml. of sheep erythrocytes intra- 
venously 6 months after irradiation. Several of group B monkeys were given 
the same booster injections 4 months after irradiation. Of the animals 
irradiated after immunization, no significant differences from control animals 
were noted in the H and O typhoid or hemolysin titers, nor were there any 
differences in hemolysin titers in animals inoculated by either weekly or 
twice-weekly schedules. All of the monkeys in this group exhibited their peak 
titers by the time they were irradiated; irradiation did not alter the rate or 
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degree of antibody decline as compared to controls. ‘‘In contrast, monkeys 
in group B irradiated 24 hours prior to their first immunizing injection, did 
show effects of the insult ... none of the 9 irradiated monkeys showed any H 
agglutinins 1 week after the first immunizing injection, whereas all of the 7 
control animals exhibited titers from 1:40 to 1:160 at this time. By the second 
postirradiation week, and just prior to the third immunizing injection, 4 of 
the 9 test animals still showed no rise in H agglutinins although the remaining 
5 exhibited titers approximating those observed in the controls.’’ Most of 
these monkeys exhibited H agglutination titers similar to controls between 
the third and eighth post-irradiation week. Delay in O-agglutination forma- 
tion and hemolysin response following pre-radiation injection followed the 
pattern of the H agglutination. Booster injections of typhoid and sheep cell 
antigens 4 or 6 months after irradiation resulted in similar antibody rises in 
both irradiated and control animals. It was apparent that sufficient re- 
generation of antibody formation apparatus had occurred in these monkeys 
to allow normal secondary antibody responses. Total body irradiation with 
450 r caused only temporary suppression of antibody response and affected 
only individuals not previously immunized. E. W. 


Immunochemical Studies of Human Serum Gamma Globulins. Zak, S. J., and 
Good, R. A.: J. Clin. Invest. 38: 579, 1959. 


Normal gamma globulin values were established in 60 children ranging 
in age from birth to 15 years and in 24 normal adults, by quantitative pre- 
cipitation technique. Prior to 7 weeks of age, levels ranged from 418 to 1141 
mg. per cent. From 3 to 6 months, values ranged from 215 to 621 mg. per 
cent; at 6 to 15 months, 280 to 1,125 mg. per cent; at 19 to 54 months, 441 to 
1,542; at 7 to 15 years, 833 to 1,313; and at age 19 to 34 years, 754 to 1,688 
mg. per cent. Data were also given for 16 agammaglobulinemic patients, the 
highest value being 97 mg. per cent in acquired agammaglobulinemia. The 
biologic half life of parenterally administered gamma globulin was from 30 
to 35 days. 

The normal baby of a woman with acquired agammaglobulinemia de- 
veloped serum gamma globulin between the thirty-fifth and forty-second days 
of age, the level rising rapidly thereafter. Typhoid and diphtheria-pertussis- 
tetanus vaccines were given weekly for the first 2 months. Antibody response 
was first noted 18 days after appearance of gamma globulin. <A second baby 
of the same mother first showed gamma globulin between the twentieth and 
twenty-eighth day of life. 

The agammaglobulinemic son of a normal mother showed a decline from 
‘normal gamma globulin levels at birth to almost zero at the three hundredth 
day. Cord blood and maternal blood levels studied quantitatively for gamma 
globulin concentration were not significantly different for 31 such pairs. 
Gamma globulin levels obtained by quantitative precipitation techniques are 
somewhat higher than that obtained electrophoretically, and are probably of 
particular value in following instances of low concentration. Clinical experi- 
ence with one child suggested that increased susceptibility to infection oc- 
curred when gamma globulin levels fell below 100 mg. per cent. E. K. 


Species—Specificity of Human Anti-Beef, Pork Insulin Serum. Berson, S. A., 
and Yalow, R.S.: J. Clin. Invest. 38: 2017, 1959. 


Insulins of 5 mammalian species have been found to differ only in the 
sequence of aminoacids in positions 8 to 10 of the A (glyeyl) chain. These 
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5 insulins were incubated with antiserums and were studied by paper strip 
chromatography and electrophoresis. Beef insulin, pork insulin, horse insulin, 
and certain modifications of beef insulin were radioiodinated. Crude human 
insulin was also examined. Free insulin was absorbed by the paper at the 
application site whereas antibody bound insulin migrated with the inter- 
gamma-beta-globulins. The ratio between antibody-bound insulin and free 
insulin was a measure of their equilibrium constant and was affected by 
dilution factors. The bound-to-free ratios at low insulin concentrations were 
7 to 10 times as great for beef insulin I’** and sheep insulin I** as compared 
with pork insulin I’* and horse insulin I'**. At high insulin concentrations, 
no species difference was detected. 


Competitive cross reaction studies showed that unlabeled insulins of all 
animal species can block any of the labeled insulins, but the concentration at 
which this effect was noted varied with species. Beef and sheep insulins were 
usually the strongest competitors and human insulin competed weakly. 


It is suggested that ‘‘the site of differences in amino acid sequence 
(residues 8 to 10 of the A chain) constitutes at least part of the antigenic 
site as well as of the site of reaction with antibody.”’ E. K. 


An Effect of Antigen-Antibody Interaction on Blood Coagulation. Robbins, 
J., and Stetson, C. A., Jr.: J. Exper. Med. 109: 1, 1959. 


Marked shortening of the coagulation time of rabbit blood, in vitro, was 
produced by each of several antigen-antibody systems in these animals. Both 
specific antigens added to blood from sensitized animals and antigen-antibody 
mixtures added to the blood of normal rabbits speeded up coagulation 
markedly. The antigens used were ovalbumin, bovine gamma globulin (BGG), 
bovine serum albumin, dextran, and somatie antigen (lipopolysaccharide 
endotoxin) from E. coli. Blood was obtained by ecardiae puncture and dis- 
tributed in siliconized test tubes, thus prolonging normal clotting time to 20 
to 40 minutes. The addition of the above antigens to the blood of normal 
animals did not affect clotting time. The addition of serum from immunized 
rabbits to normal blood containing specific antigens permitted titration of 
both antiserum and antigens. The phenomenon of decreased coagulation time 
was present over a wide range of concentration. A prozone range was sug- 
gested by some experiments with BGG. Rabbits produce natural antibody to 
dextran; the addition of dextran to normal rabbit blood produced more rapid 
clotting. Natural antibodies to EF. coli also oceur in rabbits. Addition of E. 
coli lipopolysaecharide in vitro accelerated clotting in normal rabbits. Immuni- 
zation of rabbits with this bacterial antigen rendered the animals tolerant to 
the endotoxin but increased their antibody levels; under these conditions 
coagulation was still accelerated, apparently to an even greater degree than 
before immunization. It is suggested that platelets may be mediators for this 
phenomenon since plasma coagulation time is not affected by the presence of 
antigen antibody complexes. E. K. 


Antibody to Thyroglobulin in Patients With Thyroid Disease. Lessof, M. H., 
Crawford, H. J., and Wood, R. M.: Laneet 2: 1172, 1959. 


The authors used passive cutaneous anaphylaxis (PCA) in the guinea pig 
and the fluorescent-spot slide test for detecting antibody in patients with either 
myxedema or Hashimoto’s disease. Thyroglobulin solution was prepared from 
human thyroid glands and injected intravenously into guinea pigs that had 
previously been skin sensitized at several sites with various dilutions of human 
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sera. The thyroglobulin was combined with a small amount of Evans blue 
dye to facilitate the detection of the positive reactions. Eleven positive re- 
actions were obtained in 100 tests when the serum of patients with thyroid 
disease was challenged with thyroglobulin by means of this technique. Nine 
of these patients had histologically proved Hashimoto’s thyroiditis and the 
other 2 individuals had ‘‘spontaneous’’ myxedema. Serum obtained from 104 
blood donors, as well as 89 cases of thyroid disease which included thyro- 
toxicosis, nontoxic goitre, myxedema, acute thyroditis, Hashimoto’s disease 
more than 2 years after thyroidectomy, carcinoma of the thyroid, pituitary 
hypothyroidism, and congenital athyreosis, gave negative results. 

The sera of 60 patients with various types of thyroid disease were studied 
by means of the fluorescent-spot test. Drops of thyroglobulin were placed 
on glass slides and fixed with acetone. Various dilutions of serum were then 
applied and, after washing, were counterstained with a fluorescein-labeled 
antiglobulin to demonstrate antibodies that became attached to the thyro- 
globulin. The fluorescent-spot test was positive in a dilution above 1-40 in 
8 eases and each of these individuals also had a positive PCA test. All the 
individuals who gave a positive high dilution fluorescent-spot test reaction 
were suffering from either Hashimoto’s disease or hypothyroidism. The 
fluorescent-spot test appeared more sensitive than the PCA reaction but the 
PCA test was of considerable clinical value in helping to diagnose accurately 
active cases of either Hashimoto’s disease or idiopathic myxedema. R. W. 


OTORHINOLOGY AND OPHTHALMOLOGY 


The Effect of Cigarette Smoke on Ciliary Activity in the Upper Respiratory 
Tract. Dalhamn, T.: A. M. A. Arch. Otolaryng. 70: 166, 1959. 


Tracheas of 10 living rats, 10 extirpated tracheas from rabbits and 7 
specimens of human mucosa, 4 from the maxillary or ethmoid sinus and 3 from 
bronchial tissue, were exposed to cigarette smoke in a chamber. The ciliary 
beating of these specimens was registered with a camera having a speed of 
220 exposures per second while they were being exposed to expired air with- 
out cigarette smoke for 5 minutes as a control, and then to 5 minutes of 
expired air with smoke. In 7 of the 10 rats, the cilia of the exposed trachea 
ceased to beat when exposed to the cigarette smoke. The cilia of 6 of the 
10 extirpated rabbit tracheas ceased to beat on exposure to the smoke. With 
human tissue, the cilia of 6 of the 7 specimens ceased to beat when exposed to 
the cigarette smoke. The limitations of the experiment prevented a quantita- 
tive study of the effect of lesser concentrations of cigarette smoke. The author 
considers that the action on the ciliary mechanism was produced by ingredi- 
ents of the smoke which were dissolved in the mucus layer. B. S. 


ANAPHYLAXIS 


Studies on Anaphylactic Shock. 3. Anaphylactic Shock With Regard to Head- 
quarter Reflexes. Shibusawa, K., Kumisuke, T., Shoje, K., Yoshisuke, K., 
Hideaki, K., and Shago, F.: Gunma J. Med. Science (Japan) 7: 297, 1959. 


The mechanism of anaphylactic shock in relation to the headquarter 
reflexes in the heart, lung, and adjacent large blood vessel walls was studied 
in dogs sensitized to horse serum. Blood pressure and respirations were re- 
corded and the serotonin and histamine serum levels and platelet counts were 
determined before and after the shocking injection. In order to determine 
the effect of the headquarter reflexes: upon the development of the shock 
syndrome, several series of animals were subjected to resection of the carotid 
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body, the carotid sinus nerve, or the vagus nerve, or some combination of the 
above. These procedures were carried out 3 to 4 days prior to intravenous 
shocking. Anaphylactic shock could be induced even after the bilateral re- 
section of carotid body and sinus nerve, but only when the cardiae branch 
of vagus, especially the posterior branch, remained intact. No anaphylactic 
shock developed with the vagus nerve intact when procaine solution was in- 
fused into the left ventricle. The decreases in platelet counts and serum 
complement titers and the increases in the serum concentrations of serotonin, 
adenosine triphosphate, and in the blood concentration of histamine which 
followed the challenging dose were indications of an antigen-antibody re- 
action. It is coneluded that anaphylactic shock develops as the result of a 
reflex through the vagus nerve. T. Chao 


MISCELLANEOUS 


Autoimmune Hemolytic Anemia With Acute Renal Failure Due to Phenacetin 
and p-Aminosalicylic Acid. MacGibbon, B. H., Loughridge, L. W., Houri- 
hane, D. O., and Boyd, D. W.: Laneet 1: 7, 1960. 


A 38-year-old white woman who had 3 bouts of acute hemolytic anemia 
accompanied by jaundice over a 2-year period became extremely ill on two 
occasions because of an acute urinary shut-down but made a complete re- 
covery each time through conservative medical management. After careful 
questioning it was ascertained that she had taken some analgesic pills con- 
taining phenacetin on each oceasion prior to the onset of the acute hemolytic 
crisis. Laboratory studies failed to show any inherent defect in the patient’s 
red cell enzyme system since she had a normal glutathione-stability test, but 
the direct antiglobulin test (Coombs test) was weakly-positive. Her serum 
was found to contain a factor which, in the presence of phenacetin, was 
capable of sensitizing normal red cells so that they agglutinated the anti- 
globulin serum. The direct antiglobulin reaction was of the nongamma 
globulin type due to the fact that the red cells were agglutinated by anti- 
globulin serum to which human globulin had previously been added. The 
indirect test, however, when carried out with the nongamma globulin reacting 
Coombs serum was shown to be due to the absorption of complement. It did 
not take place when the patient’s serum was heated before it was exposed to 
the normal red eells. The antibody was also found to be hemolytie in vitro 
since, in the presence of phenacetin and human complement, it brought about 
the hemolysis of trypsinized normal red cells and blood cells from patients 
with paroxysmal nocturnal hemoglobinuria (PNH). Control experiments, 
using the patient’s serum and many other drugs which are known to be 
capable of causing hemolysis by similar reactions, including quinidine and 
methoin, did not sensitize normal red cells to agglutination by the antiglobulin 
Coombs serum. In vivo metabolic products of phenacetin, such as paracetamol 
(Panadol) and para-phenetidine, however, did produce positive reactions. 

The second case discussed was that of a 75-year-old man with pulmonary 
tuberculosis of 30 years’ duration, who was treated with PAS and isoniazid 
irregularly for an uncertain length of time. Two weeks prior to development 
of his acute hemolytic reaction he was started on streptomycin, 1 Gm. daily, 
PAS, 12 grams daily, and isoniazid, 300 mg. daily. The acute illness was 
manifested by a rapidly increasing urea nitrogen, a hemoglobin of only 3.9 
grams, and dark-colored urine. In spite of steroid therapy, the blood urea 
rose to 375 mg. and the patient died within 72 hours following hospital ad- 
mission. The peripheral blood film showed evidence of autohemagglutina- 
tion. The red cells demonstrated a normal glutathione stability test and the 
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serum produced a positive direct Coombs reaction of the nongamma globulin 
type. The indirect antiglobulin reaction appeared to depend upon complement 
since it, too, was almost abolished if the patient’s serum was heated and in- 
activated before sensitization. In view of the potential reactions from 
phenacetin, the author suggests that this chemical should not be used routinely 
in analgesic preparations. R. W. 


Smallpox Vaccination Followed by Acute Renal Failure. Ireud, P., Maffia, A., 
Hosbach, R., and Valicenti, P.: A. M. A. J. Dis. Child. 99: 98, 1960. 


An 8-month-old girl was vaccinated for smallpox and eleven days later 
developed hematemesis, melena, and petechiae. The Rumple-Leed phenomenon 
was strongly positive. The bleeding time, coagulation time, and platelets 
were normal. About twelve hours after the onset, the infant became anuric 
and remained in that state for five days. A diagnosis of Henoch’s anaphy- 
lactoid purpura was made. Food and drug sensitivities were eliminated as 
causative factors of this condition. It seemed likely that a diffuse sensitivity 
reaction was caused by vaccination leading to diffuse vascular damage which 
involved the kidney. M. C. 
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